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I. AMENDMENTS TO THE ^PECIFICATION 

Page 2, lines 5 to 15: j 

j 

A known medicament that contains a suiting group is modaf i nil Modafinil . i.e. 2- 
[(diphenylmethyl)sulfinyl]acetamide. According tojvarious synthetic methods, 
intermediate 2-[(diphenyimethyl)thio]acetlc acid or| 2-[(diphenyl methyl )thio]acetamide is 
oxidized with hydrogen peroxide to give 2-[(dipheriylmethyl)sulfinyl]acetic acid, or 2* 
[(diphenylmethyl)sulfinyl]acetamide, respectively. -This oxidation, usually performed with 
110 volumes hydrogen peroxide, involves safety problems. Similar problems also occur 
in the synthesis of other biologically active sulfinyl! compounds, such as euWndae 
Sulindac . i.e. (Z)-5-fluoro-2-methyl-1-[t4-(methyl-sulfinyl)phenyl]methylene]-1 H-indene- 
3-acetic acid, and the so-called "prazoles", i.e. [[(pyridyl)methyl]sulfinyl]benzimidazole 
derivatives, which are known anti-secretory agentjs. 

i 
i 
> 

Page 3, lines 10 to 25: 

The process of the invention is particularly juseful for the preparation of 
biologically active compounds containing sulfinyl or sulfonyl groups, such as modafi ntf 

Modafinil ; modafin i l sulfon e Modafinil-sulfone (i.eJ modafin i l -s ulfO Re Modafinil-sulfone 

i 

analogue); cul i ndac Sulindac ; culindac cu l fono Sijlindac-sulfone (i.e. cu l indac - sulfon e 
Sulindac-sulfone analogue); dapson e Dapsone : ahd 

[[(pyridyl)methyl]sulfinyl]benzimida2ole derivatives, known as anti-secretory agents, 
such as those disclosed in WO 01/04109 and EP |998944, in particular: 

omeprazol e Omeprazole , i.e. S-methoxy^^-methoxy-a.S-dimethyl-a-pyridinyl)- 
methyl]sulfinyl]-1 H-benzimidazole; ! 

pantoprazol e Pantoprazole . i.e. S-difluororriethoxy^p^-dimethoxy^-pyridinyl)- 
methyl]sulfinyf]-l H-benzimidazole; 

lan s oprazol e Lansoprazole , i.e. 2-[[[methylT4-(2 l 2 l 2-trifluoroethoxy)-2- 

} 

pyridinyl]methyl]sulfinyl]-1 H-benzimidazole; 

tirooprazolo Timoprazole . i.e. 2-[[(2-pyridin|l)methyI]sulfinyl]-1 H-benzimidazole); 

* 
i 
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p i ooprazo l o Plcoorazole . i.e. 5^thoxycarbopyW-methyl-2[[(3-methyl-2- 
pyridinyl)methyl]sulfinyQ-1 H-benzimidazole; 

rab e prazol e Rabeprazole . i.e. 2-[[t3-methyl|4-(3-methoxypnopoxy)-2- 
pyridinyl]methyllsulfinyl]-1 H-benzimidazole; 
! oxomoprazolo Exomeprazole . i.e. the (S)-isomer of omoprazole Omeprazole . 

i ! 

Page 4, lines 1 to 9: 

intermediates for the preparation of eulmdafe Sulindac . in particular those 

disclosed in U.S. Pat No. 3,647,858, such las H4-fIuorophenyl)-2-(4-methylthio- 

phenyl)-ethanone and (Z)-5-fluoro-2-methyM -[[4-(methylthio)-phenyl]methylene]- 

* 1H-indene-3-acetic acid; preferably (Z)-5-fluoro-2-methyM-[[4-(methylthio>- 

phenyl]methylenej-1 H-indene-3-acetic acid; 

intermediates for the preparation of mod a fi i h il Modafinil , such as 

2-[(diphenylmethyl)thio]acetic acid and 2-[(^iphenylmethyl)thio]acetamide; 

intermediates for the preparation of dapsor j o Daosone . such as 

4,4'~thiobisbenzenamine; 

i ; 
i Page 5, lines 4 to 7: 

\ 1 

j Examples of intermediate compounds contpining a sulfinyl group are cul i ndao 

j Sulindac . modaf i n i l Modafinil , 1-(4-fluorophenyl)-^(4-methylsulfinylphenyl)-ethanonep 

and 2-[(diphenylmethyl)sulfinyl]acetic acid. 

Page 7, lines 10 to 12: 

Preparation of (5-difluoromethoxy)-2-[(4-ch)oro-3-methoxy-2- 

j pyridinyl)methylsulfinyM H-benzimidazole (Intermediate for the Preparation of 

i 

! pantoprazol e Panteprazole) 

t 
i 

Page 8, line 17 to page 9, line 2: 

! Using the same procedure, the following compounds can be prepared; 

omoprazolo Omeprazole from 5-methoxy-^[[(4-methoxy-3,5-dimethyl-2- 
| pyridinyl)methy]Jthio]-1 H-benzimidazole; ! 

: i 
: t 
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pantoprazole Pantoprazole from 5-difluororhette>xy)-2-[(3,4-dlmethoxy-2- 
j pyridinyl)methyl]thio-1 H-benzimidazole; ! 

| lansoprazo l e Lansoprazole from 2-[[[methyj-4-(2,2,2-trifluoroethoxy)-2- 

pyridinyl]methyfJthio]'1 H-benzimidazole; 

timoprozo l o Timoprazole from 2-n(2-pyridiiryl)methyl]thio]-1 H-benzimidazole; 
p i ooprazo le Picoprazole from 5-ethoxycarbj3nyl-6-methyl-2[[(3-methyl-2- 
pyridinyl)methyl]thio]-1 H-benzimidazole; i 
j raboprozo l o Rabeprazole from 2-m3-nrethvil-4-(3-methoxypropoxy)-2- 

j j ' 

pyridinyl]methyl]thio]-1 H-benzimidazole; and ; 

j oxom e prxreoto Exomeorazole from (S)-5-mfethoxy-2[[(4-methoxy-3 t 5-dimethylT2- 

• i • 

pyridinyl)methyl]thlo]-1 H-benzimidazole. I 

i 

Page 9, lines 4 to 5: \ 

| Preparation of (Z)-5-fluoro-2-methyM-[^ H- 

indene-3-acetic acid ( sul i ndao Sulindac ) ! 

i 

Page 9, lines 6 to 13: j 

(Z)-5-fluoro-2-methyM -ff4-(m^ 
acid (5 g r 14.7 mmoles) is dissolved in dichlorom^thane (25 ml). The solution is added 
with 5.4 g (14.26 mmoles) of 73% w/w phthalimid<j>perhexanoic acid, keeping the 
temperature at about 20°C. After 18 h, the solutidn is concentrated to a residue that is 
crystallized from 15 ml methanol. After drying, 4.$ g of (Z)-5-fluoro-2-methyl-1-[[4- 
(methylsulfinyl)phenyl]methylene]-1H-indene-3-aqetic acid (wtodao Sulindac) is 
obtained. Molar yield: 91%. \ 

Page 9, line 25 to page 10, line 4: j 
Preparation of s ul i nd as Sulindac 

(Z)-5-fluoro-2-methyl-1 ^[[4-(methylthio)-phqnyl]methylene)-1 H-indene-3-acetic 
acid (5 g r 14.7 mmoles) is dissolved in methanol (I40 ml). The solution is added with 5.4 
g (14.26 mmoles) of 73% w/w e-phthalimidoperhe^canoic acid, keeping the temperature 
at about 20°C. After 18 h f the solution is concentrated to 15 ml and cooled to 5°C. The 
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precipitate is fiHered and dried. 4.6 g of (Z)-5-fluorj)-2-methyl-1 -[[4-(methylsulfinyl) 
phenyl]methylene]-1H-indene-3-acetic acid fsutindae Sulindac ) is obtained. 

Page 10, lines 13 to 15: 

2-[(dipheny1methyl)sulfonyl]acetic acid fronrj 2-[(dlphenylmethyl)sulfinyl]acetic 
i acid; and 2-t(diphenylmethy1)sulfonyQacetamide (ijriodafini l- su l fon e Modafinil-sulfone) 

from 2-[(diphenylmethyl)sulfinyl]acetamide, 

Page 10, lines 17 to 23: 

Preparation of modaf i n il Modafinil 

10 g (38.9 mmoles) of 2-[(diphenylmethyl)tljiio]acetamide are dissolved in 100 ml 
of dichloromethane. The solution is added with 1&7 g of 68% w/w e- 
; phthalimidoperhexanoic acid, keeping the temperature at about 20*C, and after 6 h is 

diluted with water, adjusting the pH to 8-9 with aqueous ammonia. The resulting 
phases are separated and the organic one is evaporated to dryness, to obtain 8.5 g of 
2-[(diphenylmethyl)sulfinyl]acetamide (modafini l Modafinil) . Molar yield: 80%. 

i 

Page 1 1, lines 4 to 10: 

Preparation of modaf i ni l su l fon e Modafinil-^ulfone 

! 10 g (38.9 mmoles) of 2-[(dlphenylmethyl)thio]acetamide are dissolved in 100 ml 

of dichloromethane. The solution is added with 31j.4 g of 68% w/w e- 

phthalimidoperhexanoic acid, keeping the temperature at 20°C and after 6 h is diluted 

with water, adjusting the pH to 8-9 with aqueous ammonia. The resulting phases are 

separated and the organic one is evaporated, to obtain 8.1 g of 2-[(diphenylmethyl) 

sulfonyQacetamide (modafin i l sulfone Modafinil-sijlfone) . 

j \ 
Page 11, lines 16 to 23: I 

Using the same procedure, the following compounds can be prepared: 
2-[(diphenylmethyl)sulfonyl]acetic acid from 2-[(diphenylmethyl)thio]acetic acid; 
j 1-(4-fluoraphenyl)-2-(4-methylsulfonyl-phenyl)-ethanone from 1-(4-fluorophenyl)-2-(4- 

methylthiophenyl)-ethanone; (Z)-5-f!uoro-2-methyl-1 -[[4-(methylsulfonyl)- 

j ! 

RPP/1 26037.1 5 1 

■ • 

PAGE 6/11* RCVD AT 8f1/2005 12:54:33 PM [Easton Datylight Time]* SVR:USPTO^XRF-6/25 * DWS:2r38300 « CSID:202 857 6395 * DURATION {mm-ss):0344 

BEST «''ML*9!c CO p Y 



AUG. 1.2005 1:01PM ARENT FOX DC3 ! MO. 8864 P. 7 

j 

Application Serial No.: 10/801.608 

lnvontor(&): Allegrlnl ef a/. I 
Attorney Docket No.: 100506-00O23 

I 

phenyl]methyl©ne]-1H-indene^3-acetic acid from (k)-5-fluoro-2-methyl-1-[[4^methylthio)- 
phenyl]methylene]-1H-indene-3-acetic acid; and ^-sulfonylbenzenamine (dapsoae 
DgBgone ) from 4/T4hiobisbenzenamine. ! 
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